Cefaclor is less stable than most cephalosporins in media at 35°C. We demonstrated that the activity of cefaclor in Mueller-Hinton agar diminishes continuously at 4°C, resulting in a loss of two-thirds of the activity within 21 days. We recommend that agar dilution plates for this cephalosporin be prepared on the day of their use.
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Chemical instability of ,B-lactam antibiotics in solution is
well known (1, 8) . The specific reactions that lead to the breakdowp of these antibiotics are variable according to the chemical structure of the antibiotic in question and its physical environment. Cefaclor is a çephalosporin.derivative having' a phenylglycyl moiety in the C-7 position' and a chlorine atom in the C-3 position of the cephalosporin nucleus. Under certain conditions, this molecule readily undergoes hydrolysis by intramolecular nucleophilic attack on the ,3-lactam bond by the C-7 side chain amino group (5) . This self-destructive event appears to be responsible for the relatively rapid loss of biological activity of cefaclor solutions in bacteriological media at 35°C (4, 7) .
Because the rate of degradation of cefaclor in media at 35°C is somewhat faster than that of most other cephalosporins, we compared the rates of loss of biological activity of cefaclor and a comparison cephalosporin, cefamandole, dissolved in Mueller-Hinton agar at 4°C. We prepared agar dilution plates as described previously (6) with cefaclor and cefamandolé in concentrations ranging from 128 to 0.03 ,ug/ml. The plates were sealed in plastic bags and stored at 4°C. On days 1, 7, 14, and 21, duplicate sets of plates containing each antibiotic were removed from refrigeration, brought to ambient temperature, and inoculated according to previously described standards (6) Baron and Hindler (2) in the study of other antibiotics. Liquefied and cooled (52°C) antibiotic medium 1 (Difço Laboratories) seeded with Bacillus subtilis ATCC 6633 spores (final concentration, 2.5 x 106 spores per ml) was pipetted in 6-ml volumes to 90-mm flat-bottomed plastic disposable petri dishes and allowed to solidify. Assay' plates were prepared and used immediately on each test day.
Fréshly prepared Mueller-Hinton agar dilution plates containing cefaclor at concentrations of 16, 8, 4, 2, and 1 ,ug/ml were prepared and stored at 4°C. On days 1, 7, 14, and 21, triplicate plug samples were removed from each cefaclor plate by using slight suction through a thin-walled brass tube (4.5-mm inside diameter). Each plug was transferred to the surface of an assay plate. Plates incubated overnight at 35°C developed zones of'inhibition around the agar plugs. Mean zone diameters for the various cefaclor concentrations sampled on day 1 were plotted on semilogarithmic graph paper against cefaclor concentrations (logarithmic). The resulting dose-response curve was used as the standard against which subsequent weekly samples were compared. Potencies of samples taken at 7, 14, and 21 days were expressed as percentages of the initial sample values (day 1) ( Table 2 ).
All concentrations of cefaclor lost potency at approximately the same rate. By the end of week 3, the biological activity in each plate was slightly less than one-third of its initial concentration. This loss is sufficient to explain a shift of two dilutions in MIC endpoints. 
